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ÅFibroblast growth factor (FGF) family:

ïincludes at least 22 different genes (FGF1-22) 
encoding related polypeptide mitogens.

ïcan stimulate the proliferation of a wide 
variety of cells.

ïare expressed abundantly in prostate tissue.

ïare required for prostate cells to grow in 
vitro.



ÅFGF Receptors:

ïlocated in cell membrane

ïbind FGFs and mediate the action of FGFs.

ïinclude four high affinity tyrosine kinase 
receptors (FGFR1-4).

ïinvolved in the regulation of cell growth, 
development, and differentiation in a variety 
of tissues.   

ïhave increased tyrosine kinase activity in 
response to binding FGF

ïwork in pairs at cell surface



HYPOTHESIS
ÅProstate cancer cells are dependent upon FGFR 

signaling for survival and proliferation. 
ÅDisruption of this signaling pathway by 

expression of a DN FGFR protein might 
contribute to death of cancer cells and can be 
used as gene therapy adjuvant to current 
treatment options.
ÅAnalysis of gene expression profile in DN FGFR 

transfected cells might help our understanding 
of how DN FGFR works and the differentially 
expressed genes determined by microarray 
analysis can be used as targets for prostate 
cancer therapy.



FGFs and their receptors are increased 
in prostate cancer
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Dominant negative FGF receptor



COLONY FORMATION





IP with a-PT, probed with a-FGFR1

FGFR DN markedly decreases 

phosphorylated FGFR-1



FGFR DN inhibits proliferation of prostate 
cancer cells



FGFR DN blocks cells at G2/M



FGFR DN treated cells showed more cells at G2

FGFR DN
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